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1 — f-SEARCH REQU 




Scientific and Technical Information Center 



Requester's Full Name: M'^hlL/^fl^. 

Fxaminer W : 

Art Unit: lh(U Phone Number 3 0f-"</;? Serial Number: OJ^y 

Mail Box and Bldg/Room Location: C ' Results Format Preferred (circlcr): fAPHjO^MSK E-MAIL 

If more than one search Is submitted, please prioritize searches In order of need. 
****************************************************** 

Please provide a detailed statemeni of the search topic, and describe as specifically as possible the subject matter to be searched. 
Include the elected species or structures, keywords, synonyms, acronyms, and registry numbers, and combine with the concept or 
utility of the invention. Define any terms that may have a .special meaning. Give exaitiples or relevant citations, authors, etc, if 
known. Please attach a copy of the cover sheet, pertinent chums, and abstract. 
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STAFF VS^QNLY 

Searcher: A^ j{j[(lj^O A ^ 
^ M 

Searcher Phone n. \ ytf^ ^ \\ 
Searcher Location: . 
Date Starcher Picked Up 
Date c:omp1clcd: 



7 



Searcher Prep & Review TinK: 

Clerical Prep Time: 

Online Tiirie: ^ {) 



Type of Search 

NA Sequence (*) 

A.^ Sequence (») 

Stiucturc (/<) 
bibliographic 

litigation 

Full lex I 

Patent Hamily . 

Other 



STN 



Vendors and cost where applicable 



Dialog 

Qucslcl/Orbit 

DrLink 
l;ext.s/Nexis 



Sequence Sy&tcnis 

www/Internet 

Other (specify) 



PTO-1590 (8-01) 



- 150- 



Example 1: 




Educts: II.l, III.l Procedure: A 

Yield: 71% Rr= 0.28 [ESI-MS: m/e = 1561 = (M+H)*] 

Example 2: Diastcrcoisomcr A of compound from Example 1 

Educts: II.l. III.2 Procedure: A 

Yield: 32% Rf = 0.28 ''^ [ESI-MS: m/c = 1 561 = (M+Hf] 



=> dis his 

(FILE 'HOME' ENTERED AT 14:19:44 ON 05 NOV 2003) 

FILE 'REGISTRY* ENTERED AT 14:19:50 ON 05 NOV 2003 
LI STR 

L2 0 S LI 

L3 25 S LI FUL 

=> d 13 que stat;d 1-25 ide cbib abs 
Ll STR 

37 
N 

30 I 

NH - C - - S 0 22 

25 / -^^2 7 11 -L4'il 1^ 

36 C ^26 ^ C C N' C 0 

9 29 ■ ' ' ' -I -I' 20 I 

^^NH C NH C' "C 4 N" 9 1 S"^- 1 6 '^^ c"^ ^^0 23 

\34 33 28 5 10 17 21 

•\ 53 

P 

\ 39 45 46'' ^1 

C,.^38 .C^ 40...NH--S 0 
"C' C" / \ 48 55 : 

. d \ ,C 49 NH-C NH-C — C — C 
C C 47 C ' ' C 56 57 58 59 60 

43 41 ^ ' . . 

42 ,^C. C^^ 

52 50 

51 



NODE ATTRIBUTES: 
NSPEC IS R AT 37 

DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

.RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 61 

STEREO ATTRIBUTES: NONE 

L3 25 SEA FILE=REGISTRY SSS FUL Ll 

100.0% PROCESSED 46 ITERATIONS 25 ANSWERS 

SEARCH TIME: 00.00.01 



L3 ANSWER 1 OF 25 REGISTRY COPYRIGHT 2003 ACS on STN 
RN 439865-01-7 REGISTRY 

CN L-Valine, 1- [ [ [4- [ [ [ [ 2-carboxy- 1- [ 3- [ [ [3- [ [ (propyl amino) carbonyl] amino]phe 
nyl] sulfonyl] amino] phenyl] ethyl] amino] carbonyl] amino] phenyl] amino] thioxome 
thyl] -L-prolyl-L-leucylglycyl-L-leucyl-L-prolyl-, 6^ [ ( 4S ) -4-ethyl- 
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3,4, 12, 14-tetrahydro-3,14-dioxo-lH-pyrano[3* ,4 ' : 6, 7] indolizino [ 1, 2- 

b]quinolin-4-yl] ester (9CI) (CA INDEX NAME) 
FS PROTEIN SEQUENCE; STEREOSEARCH 
MF C76 H92 N14 016 S2 
SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 
**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 
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**PROPERTY DATA AVAILABLE IN THE * PROP ' FORMAT** 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 137:63479 Preparation of conjugates of integrin receptor 

antagonists and a cytostatic agent having specifically cleavable linking 
units. Lerchen, Hans-Georg; Baumgarten, Joerg; Lockhoff, Oswald; Albers, 
Markus; Schoop^ Andreas (Bayer Aktiengesellschaf t , Germany) . Eur, Pat. 
Appl. EP 1219305 Al 20020703, 127 pp. DESIGNATED STATES: R: AT, BE, CH, 
DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, FT, IE, SI, LT, LV, FI, 
RO, MK, CY, AL, TR. (English). CODEN : EPXXDW. APPLICATION: EP 
2000-128401 20001227. 

AB The invention relates to cytostatics CT-LI-Sp-IA [CT denotes a cytotoxic 
radical or a radical of a cytostatic or a cytostatic derivative which can 
addnl. carry a hydroxy, carboxy or amino group; LI is a linker group 
comprising 5- to 8-amino acid residues in the D- or L-conf iguration, which 
can each optionally carry protective groups; Sp is absent or a carbonyl or 
thiocarbonyl radical; lA is a non-peptide radical addressing an 
av(^3 integrin receptor, e.g., a radical of formula 
R18COCH2CHPhNHCOCH2NHCO-m-C6H4NH[C(:NH)NHR19]q, where R18 is OH, 
(un) substituted (cyclo) alkoxy, aryloxy, heterocyclyloxy, a direct bond, or 
an atom from the group N, O and S, via which the radical is bonded to the 
rest of the conjugate; q is 0 or 1; R19 is H, (un) substituted 
(cyclo) alkyi , aryl, heterocyclyl, an alkylamine or alkylamide radical, or 
a direct bond, via which the radical is bonded to the rest of the 
conjugate] and their physiol. acceptable salts and stereoisomers. The 
cytostatics have a tumor-specific action as a result of linkage to 
cxvp3integrin antagonists via preferred linking units which can 
be selectively cleaved by enzymes such as metallo matrix proteases 
(MMPs5) , i.e., by enzymes which can especially be found in tumor tissue. The 
preferred linking units guarantee the serum stability of the conjugate of 
cytostatic and avp3 integrin antagonist and, at the same time, 
the desired intracellular action within tumor cells as a result of its 
specific enzymic or hydrolytic cleavability with release of the 
cytostatic. Thus, 20-O- [ PrNHCONH-m-C6H4 S02NH-m-C6H4CH (CH2C02H) NHCONH-p- 
C6H4NHC (S) -Pro-Leu-Gly-Leu-His-Val] camptothecin (1) was prepared by reaction 
of 20 (S) -camptothecin with N- ( tert-butoxycarbonyl) -L-valine-N- 
carboxyanhydride, deprotection, peptide coupling reactions, and formation 
of the thiourea linkage. Compound 1 was assayed for cytostatic action on 
human large intestine cell line HT29 (IC50 = 40 nM) . 
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L3 ANSWER 2 OF 25 REGISTRY COPYRIGHT 2003 ACS on STN 
RN 439865-00-6 REGISTRY 

CN L-Valine, 1- [ [ [ 4- [ [ [ [2-carboxy-l- [ 3- [ [ [ 3- [ [ (propylamino ) carbonyl] amino] phe 
nyl] sulfonyl] amino] phenyl ] ethyl] amino] carbonyl] amino] phenyl] amino] thioxome 
thyl] -L-prolyl-L-leucylglycyl-L-leucylglycyl-, 6- [ (4S) - 4 -ethyl- 3, 4 , 12, 1 4- 
tetrahydro-3, 14-dioxo-lH-pyrano [ 3 * , 4 ' : 6, 7] indolizino [ 1, 2-b] quinolin-4-yl] 
ester (9CI) (CA INDEX NAME) 

FS PROTEIN SEQUENCE; STEREOSEARCH 

MF C73 H88 N14 016 32 

SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 
**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 
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**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 137:63479 Preparation of conjugates of integrin receptor 

antagonists and a cytostatic agent having specifically cleavable linking 
units. Lerchen, Hans-Georg; Baumgarten, Joerg; Lockhoff, Oswald; Albers, 
Markus; Schoop, Andreas (Bayer Aktiengesellschaf t , Germany) , Eur. Pat. 
Appl. EP 1219305 Al 20020703, 127 pp. DESIGNATED STATES: R: AT, BE, CH, 
DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, IE, SI, LT, LV, FI, 
RO, MK, CY, AL, TR. (English). CODEN: EPXXDW. APPLICATION: EP 
2000-128401 20001227. 

AB The invention relates to cytostatics CT-LI-Sp-IA [CT denotes a cytotoxic 
radical or a radical of a cytostatic or a cytostatic derivative which can 
addnl . carry a hydroxy, carboxy or amino group; LI is a linker group 
comprising 5- to 8-amino acid residues in the D- or L-conf iguration, which 
can each optionally carry protective groups; Sp is absent or a carbonyl or 
thiocarbonyl radical; lA is a non-peptide radical addressing an 
cxvP3 integrin receptor, e.g., a radical of formula 
R18COCH2CHPhNHCOCH2NHCO-m-C6H4NH[C( :NH)NHR19] q, where R18 is OH, 
(un) substituted (cyclo) alkoxy, aryloxy, heterocyclyloxy, a direct bond, or 
an atom from the group N, 0 and S, via which the radical is bonded to the 
rest of the conjugate; q is 0 or 1; R19 is H, (un) substituted 
(cyclo) alkyl, aryl, heterocyclyl, an alkylamine or alkylamide radical, or 
a direct bond, via which the radical is bonded to the rest of the 
conjugate] and their physiol. acceptable salts and stereoisomers. The 
cytostatics have a tumor-specific action as a result of linkage to 
avp3integrin antagonists via preferred linking units which can 
be selectively cleaved by enzymes such as metallo matrix proteases 
(MMPs5) , i.e., by enzymes which can especially be found in tumor tissue. The 
preferred linking units guarantee the serum stability of the conjugate of 
cytostatic and avp3 integrin antagonist and, at the same time, 
the desired intracellular action within tumor cells as a result of its 
specific enzymic or hydrolytic cleavability with release of the 
cytostatic. Thus, 2 0-O- [ PrNHCONH-m-C6H4S02NH-m-C6H4CH (CH2C02H) NHCONH-p- 
C6H4NHC ( S ) -Pro-Leu-Gly-Leu-His-Val ] camptothecin (1) was prepared by reaction 
of 20 (S) -camptothecin with N- ( tert-butoxycarbonyl ) -L-valine-N- 
carboxyanhydride, deprotection, peptide coupling reactions, and formation 
of the thiourea linkage. Compound 1 was assayed for cytostatic action on 
human large intestine cell line HT29 (IC50 = 40 nM) . 
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L3 ANSWER 3 OF 25 REGISTRY COPYRIGHT 2003 ACS on STN 
RN 439864-99-0 REGISTRY 

CN L-Valine, 1- [ [ [ 4 - [ [ [ [ 2-carboxy- 1- [3- [ [ [3- [ [ { propylamine) carbonyl ] amino] phe 
nyl] sulfonyl] amino] phenyl ] ethyl] amino] carbonyl] amino] phenyl] amino] thioxome 
thyl ] -L-prolyl-L-leucylglycyl-L-leucyl-L-a-glutamyl-, 
6- [ (4S) -4-ethyl-3, 4, 12, 14-tetrahydro-3, 14-dioxo- IH- 

pyrano [3 ' , 4 ' : 6, 7] indolizino [ 1, 2-b] quinolin-4-yl] ester (9CI) (OA INDEX 
NAME) 

FS PROTEIN SEQUENCE; STEREOSEARCH 
MF C76 H92 N14 018 S2 
SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 
**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 
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**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 137:63479 Preparation of conjugates of integrin receptor 

antagonists and a cytostatic agent having specifically cleavable linking 
units. Lerchen, Hans-Georg; Baumgarten, Joerg; Lockhoff, Oswald; Albers, 
Markus; Schoop, Andreas (Bayer Aktiengesellschaf t , Germany). Eur. Pat. 
Appl. EP 1219305 Al 20020703, 127 pp. DESIGNATED STATES: R: AT, BE, CH, 
DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, IE, SI, LT, LV, FI, 
RO, MK, CY, AL, TR. (English). CODEN: EPXXDW. APPLICATION: EP 
2000-128401 20001227. 

AB The invention relates to cytostatics CT-LI-Sp-IA [CT denotes a cytotoxic 
radical or a radical of a cytostatic or a cytostatic derivative which can 
addnl, carry a hydroxy, carboxy or amino group; LI is a linker group 
comprising 5- to 8~amino acid residues in the D- or L~conf iguration, which 
can each optionally carry protective groups; Sp is absent or a carbonyi or 
thiocarbonyl radical; lA is a non-peptide radical addressing an 
cxvpS integrin receptor, e.g., a radical of formula 
R18COCH2CHPhNHCOCH2NHCO-m-C6H4NH[C(;NH)NHR19]q, where R18 is OH, 
(un) substituted (cyclo ) alkoxy, aryloxy, heterocyclyloxy, a direct bond, or 
an atom from the group N, 0 and S, via which the radical is bonded to the 
rest of the conjugate; q is 0 or 1; R19 is H, (un) substituted 
(cyclo) alkyl, aryl, heterocyclyl , an alkylamine or alkylamide radical, or 
a direct bond, via which the radical is bonded to the rest of the 
conjugate] and their physiol. acceptable salts and stereoisomers. The 
cytostatics have a tumor-specific action as a result of linkage to 
avpSintegrin antagonists via preferred linking units which can 
be selectively cleaved by enzymes such as metallo matrix proteases 
(MMPs5) , i.e., by enzymes which can especially be found in tumor tissue. The 
preferred linking units guarantee the serum stability of the conjugate of 
cytostatic and avP3 integrin antagonist and, at the same time, 
the desired intracellular action within tumor cells as a result of its 
specific enzymic or hydrolytic cleavability with release of the 
cytostatic. Thus, 20-O- [ PrNHCONH-m-C6H4S02NH-m-C6H4CH (CH2C02H) NHCONH-p- 
C6H4NHC (S) -Pro-Leu-Gly-Leu-His-Val] camptothecin (1) was prepared by reaction 
of 20 (S) -camptothecin with N- (tert-butoxycarbonyl) -L-valine-N- 
carboxyanhydride, deprotection, peptide coupling reactions, and formation 
of the thiourea linkage. Compound 1 was assayed for cytostatic action on 
human large intestine cell line HT29 (IC50 = 40 nM) . 
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L3 ANSWER 4 OF 25 REGISTRY COPYRIGHT 2003 ACS on STN 
RN 439864-98-9 REGISTRY 

CN L- Valine, 1- [ [ [4- [ [ [ [2-carboxy-l- [3- [ [ [3- [ [ (propyl amino) carbonyl] amino] phe 
nyl] sulfonyl] amino] phenyl ] ethyl] amino] carbonyl] amino] phenyl ] amino] thioHome 
thyl] -L-prolyl-L-leucylglycyl-L-leucyl-L-isoleucyl-, 6- [ (4S) -4-ethyl- 
3,4, 12, 14-tetrahydro-3, 14 -dioxo-lH-pyrano [3 ' , 4 * : 6,7] indolizino [ 1, 2- 
b]quinolin-4-yl] ester (9CI) (CA INDEX NAME) 

FS PROTEIN SEQUENCE; STEREOSEARCH 

MF C77 H96 N14 016 S2 

SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 
**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 

PAGE 1-A 
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1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 137:63479 Preparation of conjugates of integrin receptor 

antagonists and a cytostatic agent having specifically cleavable linking 
units. Lerchen, Hans-Georg; Baumgarten, Joerg; Lockhoff, Oswald; Albers, 
Markus; Schoop, Andreas (Bayer Aktiengesellschaf t, Germany) . Eur. Pat. 
Appl. EP 1219305 Al 20020703, 127 pp. DESIGNATED STATES: R: AT, BE, CH, 
DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, IE, SI, LT, LV, FI, 
RO, MK, CY, AL, TR. (English) . CODEN: EPXXDW. APPLICATION: EP 
2000-128401 20001227. 

AB The invention relates to cytostatics CT-LI-Sp-IA [CT denotes a cytotoxic 
radical or a radical of a cytostatic or a cytostatic derivative which can 
addnl . carry a hydroxy, carboxy or amino group; LI is a linker group 
comprising 5- to 8-amino acid residues in the D- or L-conf iguration, which 
can each optionally carry protective groups; Sp is absent or a carbonyl or 
thiocarbonyl radical; lA is a non-peptide radical addressing an 
avp3 integrin receptor, e.g., a radical of formula 
R18COCH2CHPhNHCOCH2NHCO-n\-C6H4NH[C( :NH)NHR19]q, where RIB is OH, 
(un) substituted ( cyclo) al koxy, aryloxy, heterocyclyloxy, a direct bond, or 
an atom from the group N, O and S, via which the radical is bonded to the 
rest of the conjugate; q is 0 or 1; R19 is H, (un) substituted 
(cyclo) alkyl, aryl, heterocyclyl, an alkylamine or alkylamide radical, or 
a direct bond, via which the radical is bonded to the rest of the 
conjugate] and their physiol. acceptable salts and stereoisomers. The 
cytostatics have a tumor-specific action as a result of linkage to 
avP3integrin antagonists via preferred linking units which can 
be selectively cleaved by enzymes such as metallo matrix proteases 
(MMPsS), i.e., by enzymes which can especially be found in tumor tissue. The 
preferred linking units guarantee the serum stability of the conjugate of 
cytostatic and avP3 integrin antagonist and, at the same time, 
the desired intracellular action within tumor cells as a result of its 
specific enzymic or hydrolytic cleavability with release of the 
cytostatic. Thus, 20-O- [ PrNHCONH-m-C6H4S02NH-m-C6H4CH {CH2C02H) NHCONH-p- 
C6H4NHC (S) -Pro-Leu-Gly-Leu-His-Val] camptothecin (1) was prepared by reaction 
of 20 ( S ) -camptothecin with N- ( tert-butoxycarbonyl ) -L-valine-N- 
carboxyanhydride, deprotection, peptide coupling reactions, and formation 
of the thiourea linkage. Compound 1 was assayed for cytostatic action on 
human large intestine cell line HT29 (IC50 = 40 nM) . 

L3 ANSWER 5 OF 25 REGISTRY COPYRIGHT 2003 ACS on STN 
RN 439864-97-8 REGISTRY 



Searched by: Mary Hale 308-4258 CM-1 lEOl 



CN L-Valine, 1- [ [ [4- [ [ [ [ 2-carboxy-l- [ 3- [ [ [ 3- [ [ (propylamino) carbonyl] amino] phe 
nyl] sulfonyl] amino] phenyl] ethyl] amino] carbonyl] amino] phenyl] amino] thioxome 
thyl] -L-prolyl-L-leucylglycyl-L-leucyl-L-seryl-, 6- [ (4S) -4-ethyl-3, 4, 12, 14- 
tetrahydro-3, 14-dioxo-lH-pyrano [ 3 * , 4 * :6,1] indolizino [ 1 , 2-b] quinolin-4-yl ] 
ester (9CI) (CA INDEX NAME) 

FS PROTEIN SEQUENCE; STEREOSEARCH 

MF C74 H90 N14 017 S2 

SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 
**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 
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**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 137:63479 Preparation of conjugates of integrin receptor 

antagonists and a cytostatic agent having specifically cleavable linking 
units. Lerchen, Hans-Georg; Baumgarten, Joerg; Lockhoff, Oswald; Albers, 
Markus; Schoop, Andreas (Bayer Aktiengesellschaf t , Germany) . Eur. Pat. 
Appl. EP 1219305 Al 20020703, 127 pp. DESIGNATED STATES: R: AT, BE, CH, 
DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, IE, SI, LT, LV, FI, 
RO, MK, CY, AL, TR. (English) . CODEN: EPXXDW. APPLICATION: EP 
2000-128401 20001227. 

AB The invention relates to cytostatics CT-LI-Sp-IA [CT denotes a cytotoxic 
radical or a radical of a cytostatic or a cytostatic derivative which can 
addnl. carry a hydroxy, carboxy or amino group; LI is a linker group 
comprising 5- to 8-amino acid residues in the D- or L-conf iguration, which 
can each optionally carry protective groups; Sp is absent or a carbonyl or 
thiocarbonyl radical; lA is a non-peptide radical addressing an 
avp3 integrin receptor, e.g., a radical of formula 
Rl8COCH2CHPhNHCOCH2NHCO-m-C6H4NH[C( :NH)NHR19]q, where R18 is OH, 
(un) substituted ( cycle) alkoxy, aryloxy, heterocyclyloxy, a direct bond, or 
an atom from the group N, 0 and S, via which the radical is bonded to the 
rest of the conjugate; q is 0 or 1; R19 is H, (un) substituted 
(cyclo) alkyl, aryl, heterocyclyl, an alkylamine or alkylamide radical, or 
a direct bond, via which the radical is bonded to the rest of the 
conjugate] and their physiol. acceptable salts and stereoisomers. The 
cytostatics have a tumor-specific action as a result of linkage to 
avp3integrin antagonists via preferred linking units which can 
be selectively cleaved by enzymes such as metallo matrix proteases 
(MMPs5), i.e., by enzymes which can especially be found in tumor tissue. The 
preferred linking units guarantee the serum stability of the conjugate of 
cytostatic and avpS integrin antagonist and, at the same time, 
the desired intracellular action within tumor cells as a result of its 
specific enzymic or hydrolytic cleavability with release of the 
cytostatic. Thus, 20-O- [ PrNHCONH-m-C6H4S02NH-m-C6H4CH (CH2C02H) NHCONH-p- 
C6H4NHC (S) -Pro-Leu-Gly-Leu-His-Val] camptothecin (1) was prepared by reaction 
of 20 ( S ) -camptothecin with N- ( tert-butoxycarbonyl ) -L-valine-N- 
carboxyanhydride, deprotection , peptide coupling reactions, and formation 
of the thiourea linkage. Compound 1 was assayed for cytostatic action on 
human large intestine cell line HT29 (IC50 = 40 nM) . 
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L3 ANSWER 6 OF 25 REGISTRY COPYRIGHT 2003 ACS on STN 
RN 439864-96-7 REGISTRY 

CN L-Valine, 1- [ [ [4- [ [ [ [2-carboxy-l* [3- [ [ [3- [ [ (propylamine) carbonyl] amino] phe 
nyl] sulfonyl] amino] phenyl ] ethyl] amino] carbonyl] amino] phenyl] amino] thioxome 
thyl] -L-prolyl-L-leucylglycyl-L-leucyl-L-phenylalanyl-, 
6-[ (4S)-4-ethyl-3,4, 12, 14-tetrahyciro-3, 14-dioxo-lH- 

pyrano [3 * , 4 ' : 6, 7] indolizino [1, 2-b] quinolin-4-yl] ester (9CI) (CA INDEX 
NAME) 

FS PROTEIN SEQUENCE; STEREOS EARCH 
MF 080 H94 N14 016 S2 
SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 
**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 
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1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 137:63479 Preparation of conjugates of integrin receptor 

antagonists and a cytostatic agent having specifically cleavable linking 
units. Lerchen^ Hans-Georg; Baumgarten, Joerg; Lockhoff, Oswald; Albers, 
Markus; Schoop, Andreas (Bayer Aktiengesellschaf t, Germany) . Eur. Pat. 
Appl. EP 1219305 Al 20020703, 127 pp. DESIGNATED STATES: R: AT, BE, CH, 
DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, IE, SI, LT, LV, FI , 
RO, MK, CY, AL, TR. (English) . CODEN: EPXXDW. APPLICATION: EP 
2000-128401 20001227. 

AB The invention relates to cytostatics CT-LI-Sp-IA [CT denotes a cytotoxic 
radical or a radical of a cytostatic or a cytostatic derivative which can 
addnl . carry a hydroxy, carboxy or amino group; LI is a linker group 
comprising 5- to 8-amino acid residues in the D- or L-conf iguration, which 
can each optionally carry protective groups; Sp is absent or a carbonyl or 
thiocarbonyl radical; lA is a non-peptide radical addressing an 
avp3 integrin receptor, e.g., a radical of formula 
R16COCH2CHPhNHCOCH2NHCO-m-C6H4NH[C( :NH)NHR19]q, where R18 is OH, 
(un) substituted { cyclo) alkoxy, aryloxy, heterocyclyloxy, a direct bond, or 
an atom from the group N, 0 and S, via which the radical is bonded to the 
rest of the conjugate; q is 0 or 1; R19 is H, (un) substituted 
(cyclo) alkyl, aryl, heterocyclyl, an alkylamine or alkylamide radical, or 
a direct bond, via which the radical is bonded to the rest of the 
conjugate] and their physiol, acceptable salts and stereoisomers. The 
cytostatics have a tumor-specific action as a result of linkage to 
avpSintegrin antagonists via preferred linking units which can 
be selectively cleaved by enzymes such as metallo matrix proteases 
(MMPs5) , i.e., by enzymes which can especially be found in tumor tissue. The 
preferred linking units guarantee the serum stability of the conjugate of 
cytostatic and avP3 integrin antagonist and, at the same time, 
the desired intracellular action within tumor cells as a result of its 
specific enzymic or hydrolytic cleavability with release of the 
cytostatic. Thus, 20-O- [ PrNHCONH-m-C6H4S02NH-m-C6H4CH {CH2C02H) NHCONH-p- 
C6H4NHC (S) -Pro-Leu-Gly-Leu-His-Val] camptothecin (1) was prepared by reaction 
of 20 (S) -camptothecin with N- ( tert-butoxycarbonyl) -L-valine-N- 
carboxyanhydride, deprotection, peptide coupling reactions, and formation 
of the thiourea linkage. Compound 1 was assayed for cytostatic action on 
human large intestine cell line HT29 (IC50 = 40 nM) . 
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CN L-Valine, 1- [ [ [4- [ [ [ [2-carboxy' 1~ [3- [ [ [3- [ [ (propylamino) carbonyl] aminojphe 
nyl] sulfonyl] amino] phenyl] ethyl] amino] carbonyl] amino] phenyl] amino] thioxome 
thyl] -L-prolyl-L-leucylglycyl-L-leucyl-L-valyl-, 6- [ ( 4S ) -4-ethyl-3, 4 , 12, 14- 
tetrahydro-3, 14-dioxo-lH-pyrano [3 ' , 4 ' : 6, 7] indolizino [ 1, 2-b] quinolin-4-yl] 
ester (9CI) (CA INDEX NAME) 

FS PROTEIN SEQUENCE; STEREOSEARCH 

MF C76 H94 N14 016 S2 

SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 
**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 
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1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 137:63479 Preparation of conjugates of integrin receptor 

antagonists and a cytostatic agent having specifically cleavable linking 
units. Lerchen, Hans-Georg; Baumgarten, Joerg; Lockhoff, Oswald; Albers, 
Markus; Schoop, Andreas (Bayer Aktiengesellschaf t , Germany) . Eur. Pat. 
Appl. EP 1219305 Al 20020703, 127 pp. DESIGNATED STATES: R: AT, BE, CH, 
DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, IE, SI, LT, LV, FI, 
RO, MK, CY, AL, TR. (English) . CODEN: EPXXDW. APPLICATION: EP 
2000-128401 20001227. 
AB The invention relates to cytostatics CT-LI-Sp-IA [CT denotes a cytotoxic 
radical or a radical of a cytostatic or a cytostatic derivative which can 
addnl. carry a hydroxy, carboxy or amino group; LI is a linker group 
comprising 5- to 8~amino acid residues in the D- or L-conf iguration, which 
can each optionally carry protective groups; Sp is absent or a carbonyl or 
thiocarbonyl radical; lA is a non-peptide radical addressing an 
avP3 integrin receptor, e.g., a radical of formula 
R18COCH2CHPhNHCOCH2NHCO-m-C6H4NH[C(:NH)NHRl9]q, where RIB is OH, 

(un) subs ti tuted ( cyclo) alkoxy , aryloxy, heterocyciyloxy , a direct bond, or 
an atom from the group N, O and S, via which the radical is bonded to the 
rest of the conjugate; q is 0 or 1; R19 is H, (un) substituted 

(cyclo) alkyl, aryl, heterocyclyl, an alkylamine or alkylamide radical, or 
a direct bond, via which the radical is bonded to the rest of the 
conjugate] and their physiol. acceptable salts and stereoisomers. The 
cytostatics have a tumor-specific action as a result of linkage to 
avpSintegrin antagonists via preferred linking units which can 
be selectively cleaved by enzymes such as metallo matrix proteases 

(MMPs5), i.e., by enzymes which can especially be found in tumor tissue. The 
preferred linking units guarantee the serum stability of the conjugate of 
cytostatic and avp3 integrin antagonist and, at the same time, 
the desired intracellular action within tumor cells as a result of its 
specific enzymic or hydroiytic cleavability with release of the 
cytostatic. Thus, 20-O- [ PrNHCONH-ra-C6H4S02NH-ra-C6H4CH (CH2C02H) NHCONH-p- 
C6H4NHC (S) -Pro-Leu-Gly-Leu-His-Val] camptothecin (1) was prepared by reaction 
of 20 (S) -camptothecin with N- ( tert-butoxycarbonyl ) -L-valine-N- 
carboxyanhydride, deprotection, peptide coupling reactions, and formation 
of the thiourea linkage. Compound 1 was assayed for cytostatic action on 
human large intestine cell line HT29 (IC50 = 40 nM) . 

L3 ANSWER 8 OF 25 REGISTRY COPYRIGHT 2003 ACS on STN 
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CN L-Valine, 1- [ [ [ 4- [ [ [ [ 2-ca rboxy- 1- [ 3- [ [ [ 3- [ [ (propylamino ) carbonyl ] amino] phe 
nyl] sulfonyl] amino] phenyl ] ethyl] amino] carbonyl] amino] phenyl] amino] thioxome 
thyl] -L-prolyl-L-leucylglycyl-L-leucyl-D-alanyl-, 6- [ (43) -4-ethyl- 
3, 4, 12, 14-tetrahydro-3, 14 -dioxo-lH-pyrano [3 ' , 4' : 6,7] indolizino [ 1, 2- 
b]quinolin-4-yl] ester (9CI) (CA INDEX NAME) 

FS PROTEIN SEQUENCE; STEREOSEARCH 

MF C74 H90 N14 016 S2 

SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 
**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 
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**PROPERTY DATA AVAILABLE IN THE * PROP * FORMAT** 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 137:63479 Preparation of conjugates of integrin receptor 

antagonists and a cytostatic agent having specifically cleavable linking 
units. Lerchen, Hans-Georg; Baumgarten, Joerg; Lockhoff, Oswald; Aibers, 
Markus; Schoop, Andreas (Bayer Aktiengesellschaf t , Germany). Eur. Pat. 
Appl. EP 1219305 Al 20020703, 127 pp. DESIGNATED STATES: R: AT, BE, CH, 
DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, IE, SI, LT, LV, FI, 
RO, MK, CY, AL, TR. (English) . CODEN: EPXXDW. APPLICATION: EP 
2000-128401 20001227. 

AB The invention relates to cytostatics CT-LI-Sp-IA [CT denotes a cytotoxic 
radical or a radical of a cytostatic or a cytostatic derivative which can 
addnl . carry a hydroxy, carboxy or amino group; LI is a linker group 
comprising 5- to 8-amino acid residues in the D- or L-conf iguration, which 
can each optionally carry protective groups; Sp is absent or a carbonyl or 
thiocarbonyl radical; lA is a non-peptide radical addressing an 
(xvP3 integrin receptor, e.g., a radical of formula 
R18COCH2CHPhNHCOCH2NHCO-m-C6H4NH[C(:NH)NHR19]q, where RIB is OH, 
(un) substituted ( cyclo) alkoxy, aryloxy, heterocyclyloxy, a direct bond, or 
an atom from the group N, 0 and S, via which the radical is bonded to the 
rest of the conjugate; q is 0 or 1; R19 is H, (un) substituted 
(cyclo) alkyl, aryl, heterocyclyl, an alkylamine or alkylamide radical, or 
a direct bond, via which the radical is bonded to the rest of the 
conjugate] and their physiol. acceptable salts and stereoisomers. The 
cytostatics have a tumor-specific action as a result of linkage to 
(xvP3integrin antagonists via preferred linking units which can 
be selectively cleaved by enzymes such as metallo matrix proteases 
(MMPs5), i.e., by enzymes which can especially be found in tumor tissue. The 
preferred linking units guarantee the serum stability of the conjugate of 
cytostatic and avp3 integrin antagonist and, at the same time, 
the desired intracellular action within tumor cells as a result of its 
specific enzymic or hydrolytic cleavability with release of the 
cytostatic . Thus , 20-O- [ PrNHCONH-m-C6H4S02NH-m-C6H4CH (CH2C02H) NHCONH-p- 
C6H4NHC (S) -Pro-Leu-Gly-Leu-His-Val] camptothecin (1) was prepared by reaction 
of 20 ( S ) -camptothecin with N- ( tert-butoxycarbonyl ) -L- valine-N- 
carboxyanhydride, deprotection, peptide coupling reactions, and formation 
of the thiourea linkage. Compound 1 was assayed for cytostatic action on 
human large intestine cell line HT29 {IC50 = 40 nM) . 
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CN L-Valine, 1- [ [ [ 4- [ [ [ [2-carboxy-l- [3- [ [ [ 3- [ [ (propylamino) carbonyl] aminojphe 
nyl] sulf onyl] amino] phenyl ] ethyl] amino] carbonyl] amino] phenyl] amino] thioxome 
thyi] -L-prolyl-L-leucylglycyl-L-leucyl-L-alanyl-, 6- [ {4S) -4 -ethyl- 
s' 4, 12, 14-tetrahydro-3, 14-ciioxo-lH-pyrano [ 3 ' , 4 ' : 6, 7] indolizino [ 1, 2- 
b]quinolin-4-yl] ester (9CI) (OA IKDEX NAME) 

FS PROTEIN SEQUENCE; STEREOSEARCH 

MF C74 H90 N14 016 S2 

SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 
** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 
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**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 137:63479 Preparation of conjugates of integrin receptor 

antagonists and a cytostatic agent having specifically cleavable linking 
units. Lerchen, Hans-Georg; Baumgarten, Joerg; Lockhoff, Oswald; Albers, 
Markus; Schoop, Andreas (Bayer Aktiengesellschaf t , Germany). Eur. Pat. 
Appl. EP 1219305 Al 20020703, 127 pp. DESIGNATED STATES: R: AT, BE, CH, 
DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, IE, SI, LT, LV, FI, 
RO, MK, CY, AL, TR. (English). CODEN: EPXXDW. APPLICATION: EP 
2000-128401 20001227. 

AB The invention relates to cytostatics CT-LI-Sp-IA [CT denotes a cytotoxic 
radical or a radical of a cytostatic or a cytostatic derivative which can 
addnl. carry a hydroxy, carboxy or amino group; LI is a linker group 
comprising 5- to 8-amino acid residues in the D- or L-conf iguration, which 
can each optionally carry protective groups; Sp is absent or a carbonyl or 
thiocarbonyl radical; lA is a non-peptide radical addressing an 
avp3 integrin receptor, e.g., a radical of formula 
Rl8COCH2CHPhNHCOCH2NHCO-m-C6H4NH[C(:NH)NHR19]q, where R18 is OH, 
(un) substituted ( cyclo ) alkoxy , aryloxy, heterocyclyloxy , a direct bond, or 
an atom from the group N, O and S, via which the radical is bonded to the 
rest of the conjugate; q is 0 or 1; R19 is H, (un) substituted 
(cyclo) alkyl, aryl, heterocyclyl, an alkylamine or alkylamide radical, or 
a direct bond, via which the radical is bonded to the rest of the 
conjugate] and their physiol. acceptable salts and stereoisomers. The 
cytostatics have a tumor-specific action as a result of linkage to 
cxvp3integrin antagonists via preferred linking units which can 
be selectively cleaved by enzymes such as metallo matrix proteases 
(MMPs5), i.e., by enzymes which can especially be found in tumor tissue. The 
preferred linking units guarantee the serum stability of the conjugate of 
cytostatic and av^S integrin antagonist and, at the same time, 
the desired intracellular action within tumor cells as a result of its 
specific enzymic or hydrolytic cleavability with release of the 
cytostatic. Thus, 20-O- [ PrNHCONH-m-C6H4S02NH-m-C6H4CH (CH2C02H) NHCONH-p- 
C6H4NHC (S) -Pro-Leu-Gly-Leu-His-Val] camptothecin (1) was prepared by reaction 
of 20 (S) -camptothecin with N- ( tert-butoxycarbonyl ) -L-valine-N- 
carboxyanhydride, deprotection, peptide coupling reactions, and formation 
of the thiourea linkage. Compound 1 was assayed for cytostatic action on 
human large intestine cell line HT29 (IC50 = 40 nM) . 
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CN L-Valine, 1- [ [ [ 4- [ [ [ [2-carboxy-l- [ 3- [ [ [ 3- [ [ (propylamino ) carbonyl] amino] phe 
nyl] sulfonyl] amino] plienyl] ethyl] amino] carbonyl] amino] phenyl ] amino] thioxome 
thyl ] -L-prolyl-L-prolyl-L-leucylglycyl-L-leucyl-L-asparaginyl-, 
1- [ (4S) -4-ethyl-3, 4, 12, 14-tetrahydro-3, 14-dioxo-iH" 

pyrano[3*,4* :6,7]indolizino[l,2-b]quinolin~4-yl] ester (901) (CA INDEX 
NAME) 

FS PROTEIN SEQUENCE; STEREOSEARCH 
MF C80 H98 N16 018 S2 
SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 
**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 
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**PROPERTY DATA AVAILABLE IN THE 'PROP* FORMAT** 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS {1907 TO DATE) 

REFERENCE 1: 137:63479 Preparation of conjugates of integrin receptor 

antagonists and a cytostatic agent having specifically cleavable linking 
units. Lerchen, Hans-Georg; Baumgarten, Joerg; Lockhoff, Oswald; Albers, 
Markus; Schoop, Andreas (Bayer Aktiengesellschaf t , Germany). Eur. Pat. 
Appl. EP 1219305 Al 20020703, 127 pp. DESIGNATED STATES: R: AT, BE, CH, 
DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SB, MC, PT, IE, SI, LT, LV, FI, 
RO, MK, CY, AL, TR. (English) . CODEN: EPXXDW. APPLICATION: EP 
2000-128401 20001227. 

AB The invention relates to cytostatics CT-LI-Sp-IA [CT denotes a cytotoxic 
radical or a radical of a cytostatic or a cytostatic derivative which can 
addnl. carry a hydroxy, carboxy or amino group; LI is a linker group 
comprising 5- to 8-amino acid residues in the D- or L-conf iguration, which 
can each optionally carry protective groups; Sp is absent or a carbonyl or 
thiocarbonyl radical; lA is a non-peptide radical addressing an 
avp3 integrin receptor, e.g., a radical of formula 
R18COCH2CHPhNHCOCH2NHCO-m-C6H4NH[C( :NH)NHR19]q, where R18 is OH, 
(un) substituted (cyclo) alkoxy, aryloxy, heterocyclyloxy, a direct bond, or 
an atom from the group N, 0 and S, via which the radical is bonded to the 
rest of the conjugate; q is 0 or 1; R19 is H, (un) substituted 
(cyclo) alkyl, aryl, heterocyclyl, an alkylamine or alkylamide radical, or 
a direct bond, via which the radical is bonded to the rest of the 
conjugate] and their physiol. acceptable salts and stereoisomers. The 
cytostatics have a tumor-specific action as a result of linkage to 
avp3integrin antagonists via preferred linking units which can 
be selectively cleaved by enzymes such as metallo matrix proteases 
(MMPsS), i.e., by enzymes which can especially be found in tumor tissue. The 
preferred linking units guarantee the serum stability of the conjugate of 
cytostatic and avp3 integrin antagonist and, at the same time, 
the desired intracellular action within tumor cells as a result of its 
specific enzymic or hydrolytic cleavability with release of the 
cytostatic. Thus, 20-O- [ PrNHCONH-m-C6H4S02NH-m-C6H4CH (CH2C02H) NHCONH-p- 
C6H4NHC (S) -Pro-Leu-Gly-Leu-His-Val] camptothecin (1) was prepared by reaction 
of 20 (S) -camptothecin with N- ( tert-butoxycarbonyl ) -L- valine-N- 
carboxyanhydride, deprotection, peptide coupling reactions, and formation 
of the thiourea linkage. Compound 1 was assayed for cytostatic action on 
human large intestine cell line HT29 (IC50 = 40 nM) . 
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CN L-Valine^ 1- [ [ [4- [ [ [ [ 2-ca rboxy-1- [3- [ [ [3- [ [ (propylamino) carbonyl] amino] phe 
nyl] sulf onyl] amino] phenyl ] ethyl ] amino] carbonyl] amino] phenyl ] amino] thioxome 
thyl] -L-prolyl-L-leucylglycyl-L-histidyl-, 5- [ (45) -4-ethyl-3, 4, 12, 14- 
tetrahydro-3, 14-dioxo-lH-pyrano [ 3 ' ^ 4 * : 6, 7] indolizino [ 1, 2-b] quinolin-4-yl ] 
ester (9CI) (CA INDEX NAME) 

FS PROTEIN SEQUENCE; STEREOSEARCH 

MF C71 H81 N15 015 S2 

SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 
**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 
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**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 137:63479 Preparation of conjugates of integrin receptor 

antagonists and a cytostatic agent having specifically cleavable linking 
units. Lerchen, Hans-Georg; Baumgarten, Joerg; Lockhoff, Oswald; Albers, 
Markus; Schoop, Andreas (Bayer Aktiengesellschaf t , Germany). Eur. Pat. 
Appl. EP 1219305 Al 20020703, 127 pp. DESIGNATED STATES: R: AT, BE, CH, 
DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, IE, SI, LT, LV, FI, 
RO, MK, CY, AL, TR. (English). CODEN : EPXXDW. APPLICATION: EP 
2000-128401 20001227. 

AB The invention relates to cytostatics CT-LI-Sp-IA [CT denotes a cytotoxic 
radical or a radical of a cytostatic or a cytostatic derivative which can 
addnl. carry a hydroxy, carboxy or amino group; LI is a linker group 
comprising 5- to 8-amino acid residues in the D- or L-conf iguration, which 
can each optionally carry protective groups; Sp is absent or a carbonyl or 
thiocarbonyl radical; lA is a non-peptide radical addressing an 
avP3 integrin receptor, e.g., a radical of formula 
R18COCH2CHPhNHCOCH2NHCO-m-C6H4NH[C( :NH)NHR19]q, where R18 is OH, 
(un) substituted ( cyclo) alkoxy, aryloxy, heterocyclyloxy, a direct bond, or 
an atom from the group N, 0 and S, via which the radical is bonded to the 
rest of the conjugate; q is 0 or 1; R19 is H, (un) substituted 
(cyclo) alkyl, aryl, heterocyclyl , an alkylamine or alkylamide radical, or 
a direct bond, via which the radical is bonded to the rest of the 
conjugate] and their physiol. acceptable salts and stereoisomers. The 
cytostatics have a tumor-specific action as a result of linkage to 
cxvp3integrin antagonists via preferred linking units which can 
be selectively cleaved by enzymes such as metallo matrix proteases 
(MMPs5) , i.e., by enzymes which can especially be found in tumor tissue. The 
preferred linking units guarantee the serum stability of the conjugate of 
cytostatic and avP3 integrin antagonist and, at the same time, 
the desired intracellular action within tumor cells as a result of its 
specific enzymic or hydrolytic cleavability with release of the 
cytostatic. Thus, 20-O- [PrNHCONH-m-C6H4S02NH-m-C6H4CH (CH2C02H) NHCONH-p- 
C6H4NHC (S) -Pro-Leu-Gly-Leu-His-Val] camptothecin (1) was prepared by reaction 
of 20 (S) -camptothecin with N- ( tert-butoxycarbonyl ) -L-valine-N- 
carboxyanhydride, deprotection, peptide coupling reactions, and formation 
of the thiourea linkage. Compound 1 was assayed for cytostatic action on 
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human large intestine cell line HT29 (IC50 = 40 nM) . 
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CN L-Valine, 1- [ [ [4- [ [ [ [2-carboxy~l- [3- [ [ [3- [ [ (propylamino) carbonyl] amino]phe 
nyl] sulf onyi] amino] phenyl ] ethyl] amino] carbonyl] amino] phenyl] amino] thioxome 
thyl] -L-prolyl-L-his tidylglycyl-L-leucyl-L-asparaginyl-, 
6- [ (43) -4-ethyl -3, 4, 12, 14-tetrahydro-3, 14-ciioxo-lH- 

pyrano[3 ' , 4 • :6, 7]indolizino[l,2-b]quinolin-4-yl] ester (9CI) (CA INDEX 
NAME) 

FS PROTEIN SEQUENCE; STEREOSEARCH 
MF C75 H87 N17 017 S2 
SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 
**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
TUDsolute stereochemistry, 
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**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 137:63479 Preparation of conjugates of integrin receptor 

antagonists and a cytostatic agent having specifically cleavable linking 
units. Lerchen, Hans-Georg; Baumgarten, Joerg; Lockhoff, Oswald; Albers, 
Markus; Schoop, Andreas (Bayer Aktiengesellschaf t, Germany). Eur. Pat. 
Appl. EP 1219305 Al 20020703, 127 pp. DESIGNATED STATES: R: AT, BE, CH, 
DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, FT, IE, SI, LT, LV, FI, 
RO, MK, CY, AL, TR. (English) . CODEN: EPXXDW. APPLICATION: EP 
2000-128401 20001227. 

AB The invention relates to cytostatics CT-LI-Sp-IA [CT denotes a cytotoxic 
radical or a radical of a cytostatic or a cytostatic derivative which can 
addnl , carry a hydroxy, carboxy or amino group; LI is a linker group 
comprising 5- to 8-amino acid residues in the D- or L-conf iguration, which 
can each optionally carry protective groups; Sp is absent or a carbonyl or 
thiocarbonyl radical; lA is a non-peptide radical addressing an 
avf33 integrin receptor, e.g., a radical of formula 
R18COCH2CHPhNHCOCH2NHCO-m-C6H4NH[C( :NH)NHR19]q, where R18 is OH, 
(un) substituted ( cyclo ) alkoxy, aryloxy, heterocyclyloxy, a direct bond, or 
an atom from the group N, 0 and S, via which the radical is bonded to the 
rest of the conjugate; q is 0 or 1; R19 is H, (un) substituted 
(cyclo) alkyl, aryl, heterocyclyl , an alkylamine or alkylamide radical, or 
a direct bond, via which the radical is bonded to the rest of the 
conjugate] and their physiol. acceptable salts and stereoisomers. The 
cytostatics have a tumor-specific action as a result of linkage to 
avp3integrin antagonists via preferred linking units which can 
be selectively cleaved by enzymes such as metallo matrix proteases 
(MMPsS) , i.e., by enzymes which can especially be found in tumor tissue. The 
preferred linking units guarantee the serum stability of the conjugate of 
cytostatic and avp3 integrin antagonist and, at the same time, 
the desired intracellular action within tumor cells as a result of its 
specific enzymic or hydrolytic cleavability with release of the 
cytostatic . Thus , 20-O- [ PrNHCONH-m-C6H4S02NH-m-C6H4CH ( CH2C02H ) NHCONH-p- 
C6H4NHC (S) -Pro-Leu-Gly-Leu-His-Val] camptothecin (1) was prepared by reaction 
of 20 ( S ) -camptothecin with N- { tert-butoxycarbonyl ) -L- valine-N- 
carboxyanhydride, deprotection, peptide coupling reactions, and formation 
of the thiourea linkage. Compound 1 was assayed for cytostatic action on 
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human large intestine cell line HT29 (IC50 = 40 nM) . 

L3 ANSWER 13 OF 25 REGISTRY COPYRIGHT 2003 ACS on STN 
RN 439864-88-7 REGISTRY 

CN L-Valine, l-[ [ [4-[ [ [ [2-carboxy- 1- [ 3- [ [ [3-[ [ (propylamine) carbonyl] amino] phe 
nyl ] sulf onyl] amino] phenyl] ethyl] amino] carbonyl] amino] phenyl] amino] thioxome 
thyl] -L-prolylglycylglycyl-L-leucyl-L-asparaginyl-, 6- [ (4S) -4-ethyl- 
3, 4, 12, 14-tetrahydro-3, 14-dioxo-lH-pyrano [ 3 ' , 4 ' : 6, 7 ] indolizino [ 1, 2- 
b]quinolin-4-yl) ester (9CI) (CA INDEX NAME) 

FS PROTEIN SEQUENCE; STEREOSEARCH 

MF C71 H83 N15 017 S2 

SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 
**REIiATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 
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**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 137:63479 Preparation of conjugates of integrin receptor 

antagonists and a cytostatic agent having specifically cleavable linking 
units. Lerchen, Hans-Georg; Baumgarten, Joerg; Lockhoff, Oswald; Albers, 
Markus; Schoop, Andreas (Bayer Aktiengesellschaf t, Germany). Eur. Pat. 
Appl. EP 1219305 Al 20020703, 127 pp. DESIGNATED STATES: R: AT, BE, CH, 
DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, IE, SI, LT, LV, FI, 
RO, MK, CY, AL, TR. (English) . CODEN: EPXXDW. APPLICATION: EP 
2000-128401 20001227. 

AB The invention relates to cytostatics CT-LI-Sp-IA [CT denotes a cytotoxic 
radical or a radical of a cytostatic or a cytostatic derivative which can 
addnl. carry a hydroxy, carboxy or amino group; LI is a linker group 
comprising 5- to 8-amino acid residues in the D- or L-conf iguration, which 
can each optionally carry protective groups; Sp is absent or a carbonyl or 
thiocarbonyl radical; lA is a non-peptide radical addressing an 
avp3 integrin receptor, e.g., a radical of formula 
R18COCH2CHPhNHCOCH2NHCO-m-C6H4NH[C(:NH)NHR19]q, where R18 is OH, 
(un) substituted (cyclo) alkoxy, aryloxy, heterocyclyloxy, a direct bond, or 
an atom from the group N, O and S, via which the radical is bonded to the 
rest of the conjugate; q is 0 or 1; R19 is H, (un) substituted 
(cyclo) alkyl, aryl, heterocyclyl, an alkylamine or alkylamide radical, or 
a direct bond, via which the radical is bonded to the rest of the 
conjugate] and their physiol. acceptable salts and stereoisomers. The 
cytostatics have a tumor-specific action as a result of linkage to 
avp3integrin antagonists via preferred linking units which can 
be selectively cleaved by enzymes such as metallo matrix proteases 
(MMPs5) , i.e., by enzymes which can especially be found in tumor tissue. The 
preferred linking units guarantee the serum stability of the conjugate of 
cytostatic and ttvp3 integrin antagonist and, at the same time, 
the desired intracellular action within tumor cells as a result of its 
specific enzymic or hydrolytic cleavability with release of the 
cytostatic. Thus, 20-O- [ PrNHCONH-m-C6H4S02NH-m-C6H4CH (CH2C02H) NHCONH-p- 
C6H4NHC (S) -Pro-Leu-Gly-Leu-His-Val] camptothecin (1) was prepared by reaction 
of 20 (S) -camptothecin with N- ( tert-butoxycarbonyl) -L-valine-N- 
carboxyanhydride, deprotection, peptide coupling reactions, and formation 
of the thiourea linkage. Compound 1 was assayed for cytostatic action on 
human large intestine cell line HT29 (IC50 = 40 nM) . 
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L3 ANSWER 14 OF 25 REGISTRY COPYRIGHT 2003 ACS on STN 
RN 439864-86-5 REGISTRY 

CN L-Valine, 1-- [ [ [4 - [ [ [ [ 2-carboxy-l- [3 - [ [ [3- [ [ (propylamine) carbonyl] amino] phe 
nyl] sulfonyl] amino] phenyl] ethyl] amino] carbonyl] amino] phenyl] amino] thioxome 
thyl] -L-prolyl-L-leucylglycyl-L-norvalyl-L-asparaginyl-/ 
6- [ (43) -4-ethyl-3, 4, 12, 14-tetrahydro-3, 14-dioxo-lH- 

pyrano[3*,4* :6,7]indolizino[l,2-b]quinolin-4-yl] ester (9CI) (CA INDEX 
NAME) 

FS PROTEIN SEQUENCE; STEREOSEARCH 
MF 074 H89 N15 017 S2 
SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 
Absolute stereochemistry. 
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**PROPERTY DATA AVAILABLE IN TPIE 'PROP' FORMAT** 



1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



REFERENCE 1: 137:63479 Preparation of conjugates of integrin receptor 

antagonists and a cytostatic agent having specifically cleavable linking 
units. Lerchen, Hans-Georg; Baumgarten, Joerg; Lockhoff^ Oswald; Aibers, 
Markus; Schoop, Andreas (Bayer Aktiengesellschaf t , Germany), Eur. Pat. 
Appl. EP 1219305 Al 20020703, 127 pp. DESIGNATED STATES: R: AT, BE, CH, 
DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, IE, SI, LT, LV, FI, 
RO, MK, CY, AL, TR. (English). CODEN: EPXXDW. APPLICATION: EP 
2000-128401 20001227. 

AB The invention relates to cytostatics CT-LI~Sp-IA [CT denotes a cytotoxic 
radical or a radical of a cytostatic or a cytostatic derivative which can 
addnl. carry a hydroxy, carboxy or amino group; LI is a linker group 
comprising 5- to 8-amino acid residues in the D- or L-conf iguration, which 
can each optionally carry protective groups; Sp is absent or a carbonyl or 
thiocarbonyl radical; lA is a non-peptide radical addressing an 
avP3 integrin receptor, e.g., a radical of formula 
R18COCH2CHPhNHCOCH2NHCO-m-C6H4NH[C( :NH)NHR19] q, where R18 is OH, 
(un) substituted ( cyclo) alkoxy, aryloxy, heterocyclyloxy, a direct bond, or 
an atom from the group N, 0 and S, via which the radical is bonded to the 
rest of the conjugate; q is 0 or 1; R19 is (un) substituted 
(cyclo) alkyl, aryl, heterocyclyl, an alkylamine or alkylamide radical, or 
a direct bond, via which the radical is bonded to the rest of the 
conjugate] and their physiol. acceptable salts and stereoisomers. The 
cytostatics have a tumor-specific action as a result of linkage to 
avpSintegrin antagonists via preferred linking units which can 
be selectively cleaved by enzymes such as metallo matrix proteases 
(MMPs5) , i.e., by enzymes which can especially be found in tumor tissue. The 
preferred linking units guarantee the serum stability of the conjugate of 
cytostatic and avp3 integrin antagonist and, at the same time, 
the desired intracellular action within tumor cells as a result of its 
specific enzymic or hydrolytic cleavability with release of the 
cytostatic. Thus, 20-O- [ PrNHC0NH-m-C6H4SO2NH-m-C6H4CH (CH2C02H) NHCONH-p- 
C6H4NHC (S) -Pro-Leu-Gly-Leu-His-Val] camptothecin (1) was prepared by reaction 
of 20 (S) -camptothecin with N- ( tert-butoxycarbonyl ) -L-valine-N- 
carboxyanhydride, deprotection, peptide coupling reactions, and formation 
of the thiourea linkage. Compound 1 was assayed for cytostatic action on 
human large intestine cell line HT29 (IC50 = 40 nM) . 
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RN 439864-85-4 REGISTRY 

CN L-Valine, 1- [ [ [ 4- [ [ [ [2-carboxy-l- [3- [ [ [3- [ [ (propylamino) carbonyl ] amino] phe 
nyl] sulf onyl ] amino] phenyl ] ethyl] amino] carbonyl] amino] phenyl] amino] thioxome 
thyl] -L-prolyl-L-leucylglycyl-L-leucyl-L-lysyl-, 6- [ (4S) -4-ethyl-3, 4 , 12, 14- 
tetrahydro-3, 14-dioxo-lH-pyrano [ 3 ' , 4 * : 6, 7] indolizino [ 1, 2-b] quinolin-4-yl] 
ester (9CI) (CA INDEX NAME) 

FS PROTEIN SEQUENCE; STEREOSEARCH 

MF C77 H97 N15 016 S2 

SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 
**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 
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**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

1 REFERENCES IN FILE CA {1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 137:63479 Preparation of conjugates of integrin receptor 

antagonists and a cytostatic agent having specifically cleavable linking 
units. Lerchen, Hans-Georg; Baumgarten, Joerg; Lockhoff, Oswald; Albers^ 
Markus; Schoop, Andreas (Bayer Aktiengesellschaft, Germany). Eur. Pat. 
Appl. EP 1219305 Al 20020703, 127 pp. DESIGNATED STATES: R; AT, BE, CH, 
DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, IE, SI, LT, LV, FI, 
RO, MK, CY, AL, TR. (English). CODEN : EPXXDW. APPLICATION: EP 
2000-128401 20001227. 

AB The invention relates to cytostatics CT-LI-Sp-IA [CT denotes a cytotOKic 
radical or a radical of a cytostatic or a cytostatic derivative which can 
addnl . carry a hydroxy, carboxy or amino group; LI is a linker group 
comprising 5- to 8-amino acid residues in the D- or L-conf iguration, which 
can each optionally carry protective groups; Sp is absent or a carbonyl or 
thiocarbonyl radical; lA is a non-peptide radical addressing an 
avps integrin receptor, e.g., a radical of formula 
R18COCH2CHPhNHCOCH2NHCO-m-C6H4NH[C(:NH)NHR19]q, where R18 is OH, 
(un) substituted ( cycle) alkoxy, aryloxy, heterocyclyloxy, a direct bond, or 
an atom from the group N, O and S, via which the radical is bonded to the 
rest of the conjugate; q is 0 or 1; R19 is H, (un) substituted 
(cyclo) alkyl, aryl, heterocyclyl, an alkylamine or alkylamide radical, or 
a direct bond, via which the radical is bonded to the rest of the 
conjugate] and their physiol. acceptable salts and stereoisomers. The 
cytostatics have a tumor-specific action as a result of linkage to 
avP3integrin antagonists via preferred linking units which can 
be selectively cleaved by enzymes such as metallo matrix proteases 
(MMPsS) , i.e., by enzymes which can especially be found in tumor tissue. The 
preferred linking units guarantee the serum stability of the conjugate of 
cytostatic and (xvP3 integrin antagonist and, at the same time, 
the desired intracellular action within tumor cells as a result of its 
specific enzymic or hydrolytic cleavability with release of the 
cytostatic. Thus, 20-O- [ PrNHCONH-m-C6H4S02NH-m-C6H4CH (CH2C02H) NHCONH-p- 
C6H4NHC (S) -Pro-Leu-Gly-Leu-His-Val] camptothecin (1) was prepared by reaction 
of 20 (S) -camptothecin with N- ( tert-butoxycarbonyl) -L-valine-N- 
carboxyanhydride, deprotection, peptide coupling reactions, and formation 
of the thiourea linkage. Compound 1 was assayed for cytostatic action on 
human large intestine cell line HT29 (IC50 = 40 nM) . 



Searched by: Mary Hale 308-4258 CM-1 lEOl 



L3 ANSWER 16 OF 25 REGISTRY COPYRIGHT 2003 ACS on STN 
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CN L- Valine, 1- [ [ [ 4- [ [ [ [2-carboxy-l- [3- [ [ [3- [ [ (propyl amino) carbonyl] amino] phe 
nyl] sulfonyl] amino] phenyl] ethyl] amino] carbonyl] amino] phenyl] amino] thioxome 
thyl] -L-prolyl-L-leucylglycyl-S-methyl-L-cysteinyl-L-histidyl-, 
6- [ (4S) -4-ethyl-3, 4, 12, 14-tetrahydro-3, 14-dioxo-lH- 

pyrano[3',4' :6,7]indolizino[l,2-b]quinolin-4-yl] ester (9CI) (CA INDEX 
NAME) 

FS PROTEIN SEQUENCE; STEREOSEARCH 
MF C75 H88 Nl6 016 S3 
SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 
**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 
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PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

1 REFERENCES IN FILE CA {1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 137:63479 Preparation of conjugates of integrin receptor 

antagonists and a cytostatic agent having specifically cleavable linking 
units. Lerchen, Hans-Georg; Baumgarten, Joerg; Lockhoff, Oswald; Albers, 
Markus; Schoop, Andreas (Bayer Aktiengesellschaf t , Germany). Eur. Pat. 
Appl. EP 1219305 Al 20020703, 127 pp. DESIGNATED STATES: R: AT, BE, CH, 
DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, IE, SI, LT, LV, FI, 
RO, MK, CY, AL, TR. (English). CODEN: EPXXDW. APPLICATION: EP 
2000-128401 20001227. 

AS The invention relates to cytostatics CT-LI-Sp-IA [CT denotes a cytotoxic 
radical or a radical of a cytostatic or a cytostatic derivative which can 
addnl, carry a hydroxy, carboxy or amino group; LI is a linker group 
comprising 5- to 8-amino acid residues in the D- or L-conf iguration, which 
can each optionally carry protective groups; Sp is absent or a carbonyl or 
thiocarbonyl radical; lA is a non-peptide radical addressing an 
(xvP3 integrin receptor, e.g., a radical of formula 
R18COCH2CHPhNHCOCH2NHCO-m~C6H4NH[C(:NH)NHRl9]q, where R18 is OH, 
(un) substituted ( cyclo) alkoxy, aryloxy, heterocyclyloxy, a direct bond, or 
an atom from the group N, 0 and S, via which the radical is bonded to the 
rest of the conjugate; q is 0 or 1; R19 is H, (un ) substituted 
(cyclo) alkyl, aryl, heterocyclyl, an alkylamine or alkylamide radical, or 
a direct bond, via which the radical is bonded to the rest of the 
conjugate] and their physiol. acceptable salts and stereoisomers. The 
cytostatics have a tumor-specific action as a result of linkage to 
avp3integrin antagonists via preferred linking units which can 
be selectively cleaved by enzymes such as metallo matrix proteases 
{MMPs5), i.e., by enzymes which can especially be found in tumor tissue. The 
preferred linking units guarantee the serum stability of the conjugate of 
cytostatic and (xvp3 integrin antagonist and, at the same time, 
the desired intracellular action within tumor cells as a result of its 
specific enzymic or hydrolytic cleavability with release of the 
cytostatic. Thus, 20-O- [ PrNHC0NH'm-C6H4S02NH-m-C6H4CH (CH2C02H) NHCONH-p- 
C6H4NHC (S) -Pro-Leu-Gly-Leu-His-Val] camptothecin (1) was prepared by reaction 
of 20 (S) -camptothecin with N- ( tert-butoxycarbonyl ) -L-valine-N- 
carboxyanhydride, deprotection, peptide coupling reactions, and formation 
of the thiourea linkage. Compound 1 was assayed for cytostatic action on 
human large intestine cell line HT29 (IC50 = 40 nM) . 
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RN 439864-79-6 REGISTRY 

CN L-Valine, 1- [ [ [ 4- [ [ [ [ 2-carboxy-l- [3- [ [ [3- [ [ (propylamino) carbonyl] amino] phe 
nyl] sulfonyi] amino] phenyl] ethyl] amino] carbonyl] amino] phenyl] amino] thioxome 
thyl] -L-prolyl-L-leucylglycyl-L-leucyl-L-tryptophyl-, 6- [ (45) -4-ethyl- 
3, 4, 12, 14-tetrahydro-3, 14-dioxo-lH-pyrano [3 * , 4 * : 6, 7] indolizino [1, 2- 
b]quinolin~4-yl] ester (9CI) (CA INDEX NAME) 

FS PROTEIN SEQUENCE; STEREOSEARCH 

MF C82 H95 N15 016 S2 

SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 
**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 
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1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 137:63479 Preparation of conjugates of integrin receptor 

antagonists and a cytostatic agent having specifically cleavable linking 
units. Lerchen, Hans-Georg; Baumgarten, Joerg; Lockhoff^ Oswald; Albers, 
Markus; Schoop, Andreas (Bayer Aktiengesellschaft, Germany). Eur. Pat. 
Appl. EP 1219305 Al 20020703, 127 pp. DESIGNATED STATES: R: AT, BE, CH, 
DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, IE, SI, LT, LV, FI, 
RO, MK, CY, AL, TR. (English). CODEN: EPXXDW. APPLICATION: EP 
2000-128401 20001227. 

AB The invention relates to cytostatics CT-LI-Sp-IA [CT denotes a cytotoxic 
radical or a radical of a cytostatic or a cytostatic derivative which can 
addnl. carry a hydroxy, carboxy or amino group; LI is a linker group 
comprising 5- to 8-amino acid residues in the D- or L-conf iguration, which 
can each optionally carry protective groups; Sp is absent or a carbonyl or 
thiocarbonyl radical; lA is a non-peptide radical addressing an 
avP3 integrin receptor, e.g., a radical of formula 
R18COCH2CHPhNHCOCH2NHCO-m-C6H4NH[C( ;NH)NHR19]q, where R18 is OH, 
(un) substituted ( cyclo) alkoxy, aryloxy, heterocyclyloxy, a direct bond, or 
an atom from the group N, O and S, via which the radical is bonded to the 
rest of the conjugate; q is 0 or 1; R19 is H, (un) substituted 
(cyclo) alkyl, aryl, heterocyclyl , an alkylamine or alkylamide radical, or 
a direct bond, via which the radical is bonded to the rest of the 
conjugate] and their physiol. acceptable salts and stereoisomers. The 
cytostatics have a tumor-specific action as a result of linkage to 
avP3integrin antagonists via preferred linking units which can 
be selectively cleaved by enzymes such as metallo matrix proteases 
(MMPs5), i.e., by enzymes which can especially be found in tumor tissue. The 
preferred linking units guarantee the serum stability of the conjugate of 
cytostatic and avp3 integrin antagonist and, at the same time, 
the desired intracellular action within tumor cells as a result of its 
specific enzymic or hydrolytic cleavability with release of the 
cytostatic . Thus , 2 0-O- [ PrNHCONH-m~C6H4S02NH-m-C6H4CH (CH2C02H) NHCONH-p- 
C6H4NHC (S) -Pro-Leu-Gly-Leu-His-Val] camptothecin (1) was prepared by reaction 
of 20 ( S) -camptothecin with N- ( tert-butoxycarbonyl ) -L-valine-N~ 
carboxyanhydride, deprotection, peptide coupling reactions, and formation 
of the thiourea linkage. Compound 1 was assayed for cytostatic action on 
human large intestine cell line HT29 (IC50 = 40 nM) . 

L3 ANSWER 18 OF 25 REGISTRY COPYRIGHT 2003 ACS on STN 
RN 439864-78-5 REGISTRY 



Searched by: Mary Hale 308-4258 CM-1 lEOl 



CN L- Valine, l-[ [ [4-[ [ [ [2-carboxy-l- [3- [ [ [3-[ [ (propylamino) carbonyl] amino] phe 
nyl] sulf onyl] amino] phenyl ] ethyl] amino] carbonyl] amino] phenyl] amino] thioxome 
thyl] -L-prolyl-L-leucylglycyl-L~leucyl-S-methyl-L-cysteinyl-, 
6- [ (4S) -4-ethyl-3, 4, 12, 14 --tetrahydro-3 , 14-dioxo-lH- 
pyrano [ 3 4 ' : 6, 7 ] indolizino ( 1 , 2-b] quinolin-4-yl ] ester (9CI) (CA INDEX 
NAME) 

FS PROTEIN SEQUENCE; STEREOSEARCH 
MF C75 H92 N14 016 S3 
SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 
**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 
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1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 137:63479 Preparation of conjugates of integrin receptor 

antagonists and a cytostatic agent having specifically cleavable linking 
units. Lerchen, Hans-Georg; Baumgarten, Joerg; Lockhoff, Oswald; Albers, 
Markus; Schoop, Andreas (Bayer Aktiengesellschaft, Germany). Eur. Pat. 
Appl. EP 1219305 Al 20020703, 127 pp. DESIGNATED STATES: R: AT, BE, CH, 
DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, IE, SI, LT, LV, FI, 
RO, MK, CY, AL, TR. (English). CODEN: EPXXDW. APPLICATION: EP 
2000-128401 20001227. 

AB The invention relates to cytostatics CT-LI-Sp-IA [CT denotes a cytotoxic 
radical or a radical of a cytostatic or a cytostatic derivative which can 
addnl. carry a hydroxy, carboxy or amino group; LI is a linker group 
comprising 5- to 8-amino acid residues in the D- or L-conf iguration, which 
can each optionally carry protective groups; Sp is absent or a carbonyl or 
thiocarbonyl radical; lA is a non-peptide radical addressing an 
avP3 integrin receptor, e.g., a radical of formula 
R18COCH2CHPhNHCOCH2NHCO-m-C6H4NH[C(:NH)NHR19]q, where R18 is OH, 
(un) subs tituted ( cyclo) alkoxy, aryioxy, heterocyclyloxy, a direct bond, or 
an atom from the group N, 0 and S, via which the radical is bonded to the 
rest of the conjugate; q is 0 or 1; R19 is H, (un) substituted 
(cyclo) alkyl, aryl, heterocyclyl, an alkylamine or alkylamide radical, or 
a direct bond, via which the radical is bonded to the rest of the 
conjugate] and their physiol. acceptable salts and stereoisomers. The 
cytostatics have a tumor-specific action as a result of linkage to 
avpSintegrin antagonists via preferred linking units which can 
be selectively cleaved by enzymes such as metallo matrix proteases 
(MMPs5), i.e., by enzymes which can especially be found in tumor tissue. The 
preferred linking units guarantee the serum stability of the conjugate of 
cytostatic and avP3 integrin antagonist and, at the same time, 
the desired intracellular action within tumor cells as a result of its 
specific enzymic or hydrolytic cleavability with release of the 
cytostatic. Thus, 20-O- [ PrNHCONH-m~C6H4S02NH-m-C6H4CH (CH2C02H) NHCONH-p- 
C6H4NHC (S) -Pro-Leu-Gly-Leu-His-Vai] camptothecin (1) was prepared by reaction 
of 20 (S) -camptothecin with N- (tert-butoxycarbonyl) -L-valine-N- 
carboxyanhydride, deprotection, peptide coupling reactions, and formation 
of the thiourea linkage. Compound 1 was assayed for cytostatic action on 
human large intestine cell line HT29 (IC50 = 40 nM) . 

L3 ANSWER 19 OF 25 REGISTRY COPYRIGHT 2003 ACS on STN 
RN 439864-76-3 REGISTRY 
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CN L-Valine, l-[ [ [4-[ [ [ [ (IS) -2-carboxy-l- [3- [ [ [3- 

[ [ (propylamino) carbonyl] amino] phenyl] sulfonyl] amino] phenyl] ethyl] amino] car 
bonyl] amino] phenyl] amino] thioxomethyl ] -L-prolyl-L-leucylglycyl-L-leucyl-L- 
asparaginyl-, 6- [ (4S ) -4-ethyl-3, 4,12, 14-tetrahydro-3, 14-dioxo-lH- 
pyrano[3^4' :6,7]indolizino[l,2-b]quinolin-4-yl] ester (9CI) (CA INDEX 
NAME) 

FS PROTEIN SEQUENCE; STEREOS EARCH 
MF C75 H91 N15 017 S2 
SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 
**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 
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**PROPERTy DATA AVAILABLE IN THE 'PROP' FORMAT** 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 137:63479 Preparation of conjugates of integrin receptor 

antagonists and a cytostatic agent having specifically cleavable linking 
units. Lerchen, Hans-Georg; Baumgarten, Joerg; Lockhoff, Oswald; Albers, 
Markus; Schoop, Andreas (Bayer Aktiengesellschaf t , Germany). Eur. Pat. 
Appl. EP 1219305 Al 20020703, 127 pp. DESIGNATED STATES: R: AT, BE, CH, 
DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, IE, SI, LT, LV, FI, 
RO, MK, CY, AL, TR. (English) . CODEN: EPXXDW- APPLICATION: EP 
2000-128401 20001227. 

AB The invention relates to cytostatics CT-LI-Sp-IA [CT denotes a cytotoxic 
radical or a radical of a cytostatic or a cytostatic derivative which can 
addnl. carry a hydroxy, carboxy or amino group; LI is a linker group 
comprising 5- to 8-amino acid residues in the D- or L-conf iguration, which 
can each optionally carry protective groups; Sp is absent or a carbonyl or 
thiocarbonyl radical; lA is a non~peptide radical addressing an 
avp3 integrin receptor, e.g., a radical of formula 
R18COCH2CHPhNHCOCH2NHCO-m-C6H4NH[C( :NH)NHR19Iq, where R18 is OH, 
(un) substituted (cyclo) alkoxy, aryloxy, heterocyclyloxy, a direct bond, or 
an atom from the group N, O and S, via which the radical is bonded to the 
rest of the conjugate; q is 0 or 1; R19 is H, (un) subs tituted 
( cyclo) alkyl, aryl, heterocyclyl , an alkylamine or alkylamide radical, or 
a direct bond, via which the radical is bonded to the rest of the 
conjugate] and their physiol. acceptable salts and stereoisomers. The 
cytostatics have a tumor-specific action as a result of linkage to 
cxvpSintegrin antagonists via preferred linking units which can 
be selectively cleaved by enzymes such as metallo matrix proteases 
(MMPsS), i.e., by enzymes which can especially be found in tumor tissue. The 
preferred linking units guarantee the serum stability of the conjugate of 
cytostatic and avp3 integrin antagonist and, at the same time, 
the desired intracellular action within tumor cells as a result of its 
specific enzymic or hydrolytic cleavability with release of the 
cytostatic. Thus, 20-O- [ PrNHCONH-m-C6H4S02NH-m-C6H4CH (CH2C02H) NHCONH-p- 
C6H4NHC ( S ) -Pro-Leu-Gly-Leu-His-Val] camptothecin (1) was prepared by reaction 
of 20 (S) -camptothecin with N- ( tert-butoxycarbonyl ) -L-valine-N- 
carboxyanhydride, deprotection, peptide coupling reactions, and formation 
of the thiourea linkage. Compound 1 was assayed for cytostatic action on 
human large intestine cell line HT29 (IC50 = 40 nM) . 
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CN L-Valine, 1- [ [ [ 4- [ [ [ [ ( IR) ~2-carboxy-l~ [ 3- [ [ [3- 

[ [ (propylamino ) carbonyl] amino] phenyl] sulfonyl] amino] phenyl ] ethyl] amino] car 
bonyl] amino] phenyl] amino] thioxomethyl] -L-prolyl-L-leucylglycyl-L-leucyl-L- 
asparaginyl-, 6- [ (45) -4-ethyl-3, 4, 12, 14-tetrahydro-3, 14-dioxo-lH- 
pyrano[3*,4* :6,7]indolizino[l,2-b]quinolin-4-yl] ester (9CI) (CA INDEX 
NAME) 

FS PROTEIN SEQUENCE; STEREOSEARCH 
MF C75 H91 N15 017 S2 
SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 
**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 
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**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 137:63479 Preparation of conjugates of integrin receptor 

antagonists and a cytostatic agent having specifically cleavable linking 
units. Lerchen, Hans-Georg; Baumgarten, Joerg; Lockhoff, Oswald; Albers, 
Markus; Schoop, Andreas (Bayer Aktiengesellschaf t , Germany). Eur. Pat. 
Appl. EP 1219305 Al 20020703, 127 pp. DESIGNATED STATES: R: AT, BE, CH, 
DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, IE, SI, LT, LV, FI, 
RO, MK, CY, AL, TR. (English). CODEN: EPXXDW. APPLICATION: EP 
2000-128401 20001227. 

AB The invention relates to cytostatics CT-LI-Sp-IA [CT denotes a cytotoxic 
radical or a radical of a cytostatic or a cytostatic derivative which can 
addnl. carry a hydroxy, carboxy or amino group; LI is a linker group 
comprising 5- to 8-amino acid residues in the D- or L-conf iguration, which 
can each optionally carry protective groups; Sp is absent or a carbonyl or 
thiocarbonyl radical; lA is a non-peptide radical addressing an 
avP3 integrin receptor, e.g., a radical of formula 
R18COCH2CHPhNHCOCH2NHCO-m-C6H4NH[C( :NH)NHR19]q, where R18 is OH, 
(un) substituted (cyclo) alkoxy, aryloxy, heterocyclyloxy, a direct bond, or 
an atom from the group N, 0 and S, via which the radical is bonded to the 
rest of the conjugate; q is 0 or 1; R19 is H, {un ) subs tituted 
(cyclo) alkyl, aryl, heterocyclyl, an alkylamine or alkylamide radical, or 
a direct bond, via which the radical is bonded to the rest of the 
conjugate] and their physiol. acceptable salts and stereoisomers. The 
cytostatics have a tumor-specific action as a result of linkage to 
avp3integrin antagonists via preferred linking units which can 
be selectively cleaved by enzymes such as metallo matrix proteases 
(MMPs5), i.e., by enzymes which can especially be found in tumor tissue. The 
preferred linking units guarantee the serum stability of the conjugate of 
cytostatic and avpS integrin antagonist and, at the same time, 
the desired intracellular action within tumor cells as a result of its 
specific enzymic or hydrolytic cleavability with release of the 
cytostatic. Thus, 20-O- [ PrNHC0NH-m-C6H4S02NH-m-C6H4CH (CH2C02H) NHCONH-p- 
C6H4NHC (S) -Pro-Leu-Gly-Leu-His-Val] camptothecin (1) was prepared by reaction 
of 20 (S ) -camptothecin with N- ( tert-butoxycarbonyl ) -L-valine-N- 
carboxyanhydride, deprotection, peptide coupling reactions, and formation 
of the thiourea linkage. Compound 1 was assayed for cytostatic action on 
human large intestine cell line HT29 (IC50 = 40 nM) . 
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CN L-Valine, 1- [ [ [ 4- [ [ [ [2-carboxy-l- [3- [ [ [3- [ [ (propyl amino) carbonyl] amino] phe 
nyl] sulfonyl] amino] phenyl] ethyl] amino] carbonyl] amino] phenyl] amino] thioxome 
thyl] -L-prolyl-L-leucylglycyl-L-leucyl-L-asparaginyl-, 
6- [ {4S) -4-ethyl-3, 4, 12, 14-tetrahydro~3, 14-dioxo-lH- 

pyrano[3',4 ' :6,7]indolizino[l,2-b]quinolin-4-yl] ester (9CI) (CA INDEX 
NAME) 

FS PROTEIN SEQUENCE; STEREOSEARCH 
MF C75 H91 N15 017 S2 
SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 
**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 



PAGE 1-A 



n-PrNH 




PAGE 1-B 



S 



O i-Bu 



H 

N.. 



J 
O 



0 i-Bu 

N ^ 
H 



r 



0 i-Pr 

jl L 

H 

NH2 



Searched by: Mary Hale 308-4258 CM-1 lEOl 



PAGE 1-C 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 137:63479 Preparation of conjugates of integrin receptor 

antagonists and a cytostatic agent having specifically cleavable linking 
units. Lerchen, Hans-Georg; Baumgarten, Joerg; Lockhoff, Oswald; Albers, 
Markus; Schoop, Andreas (Bayer Aktiengesellschaf t , Germany) . Eur. Pat. 
Appl. EP 1219305 Al 20020703, 127 pp. DESIGNATED STATES: R: AT, BE, CH, 
DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, IE, SI, LT, LV, FI, 
RO, MK, CY, AL, TR. (English). CODEN: EPXXDW. APPLICATION: EP 
2000-128401 20001227. 

AB The invention relates to cytostatics CT-LI-Sp-IA [CT denotes a cytotoxic 
radical or a radical of a cytostatic or a cytostatic derivative which can 
addnl. carry a hydroxy, carboxy or amino group; LI is a linker group 
comprising 5- to 8-amino acid residues in the D- or L-conf iguration, which 
can each optionally carry protective groups; Sp is absent or a carbonyl or 
thiocarbonyl radical; lA is a non-peptide radical addressing an 
avP3 integrin receptor, e.g., a radical of formula 
R18COCH2CHPhNHCOCH2NHCO-m-C6H4NH[C(:NH)NHR19]q, where R18 is OH, 
(un) substituted ( cyclo) alkoxy, aryloxy, heterocyclyloxy, a direct bond, or 
an atom from the group N, 0 and S, via which the radical is bonded to the 
rest of the conjugate; q is 0 or 1; R19 is H, (un ) substituted 
(cyclo) alkyl , aryl, heterocyclyl, an alkylamine or alkylamide radical, or 
a direct bond, via which the radical is bonded to the rest of the 
conjugate] and their physiol, acceptable salts and stereoisomers. The 
cytostatics have a tumor-specific action as a result of linkage to 
avP3integrin antagonists via preferred linking units which can 
be selectively cleaved by enzymes such as metallo matrix proteases 
(MMPsS) , i.e., by enzymes which can especially be found in tumor tissue. The 
preferred linking units guarantee the serum stability of the conjugate of 
cytostatic and avpS integrin antagonist and, at the same time, 
the desired intracellular action within tumor cells as a result of its 
specific enzymic or hydrolytic cleavability with release of the 
cytostatic. Thus, 20-0- [ PrNHCONH-m-C6H4S02NH'-m-C6H4CH {CH2C02H) NHCONH-p- 
C6H4NHC (S) -Pro-Leu~Gly-Leu-His-Val] camptothecin (1) was prepared by reaction 
of 20 (S) -camptothecin with N- (tert-butoxycarbonyl) -L-valine-N- 
carboxyanhydride, deprotection, peptide coupling reactions, and formation 
of the thiourea linkage. Compound 1 was assayed for cytostatic action on 
human large intestine cell line HT29 (IC50 = 40 nM) . 
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CN L-Valine, 1- [ [ [4- [ [ [ [ 2 -ca rboxy-1- [3- [ [ [3- [ [ (propylamino) carbonyl] amino] phe 
nyl] sulfonyl] amino] phenyl] ethyl] amino] carbonyl] amino] phenyl] amino] thioxome 
thyl] -L-prolyl-L-leucylglycyl-L-leucyl-, 5- [ (4S) -4-ethyl-3, 4, 12, 14- 
tetrahydro-3^ 14-dioxo~lH-pyrano [3 * , 4 * : 6, 7] indolizino [1, 2-b] quinolin-4-yl] 
ester (9CI) (CA INDEX NAME) 

FS PROTEIN SEQUENCE; STEREOSEARCH 

MF C71 H85 N13 015 S2 

SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 
** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 
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**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 137:63479 Preparation of conjugates of integrin receptor 

antagonists and a cytostatic agent having specifically cleavable linking 
units. Lerchen, Hans-Georg; Baumgarten/ Joerg; Lockhoff, Oswald; Albers, 
Markus; Schoop, Andreas (Bayer Aktiengesellschaf t , Germany). Eur, Pat. 
Appl, EP 1219305 Al 20020703, 127 pp. DESIGNATED STATES: R: AT, BE, CH, 
DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, IE, SI, LT, LV, FI, 
RO, MK, CY, AL, TR. (English). CO DEN : EPXXDW. APPLICATION: EP 
2000-128401 20001227, 

AB The invention relates to cytostatics CT-LI-Sp-IA [CT denotes a cytotoxic 
radical or a radical of a cytostatic or a cytostatic derivative which can 
addnl. carry a hydroxy, carboxy or amino group; LI is a linker group 
comprising 5- to 8-amino acid residues in the D- or L-conf iguration, which 
can each optionally carry protective groups; Sp is absent or a carbonyl or 
thiocarbonyi radical; lA is a non-peptide radical addressing an 
avf33 integrin receptor, e.g., a radical of formula 
R18COCH2CHPhNHCOCH2NHCO-m-C6H4NH[C( :NH)NHR19]q, where R18 is OH, 
(un) substituted (cycle) alkoxy, aryloxy, heterocyclyloxy, a direct bond, or 
an atom from the group N, O and S, via which the radical is bonded to the 
rest of the conjugate; q is 0 or 1; R19 is H, (un) substituted 
( cyclo) alkyl , aryl, heterocyclyl , an alkylamine or alkylamide radical, or 
a direct bond, via which the radical is bonded to the rest of the 
conjugate) and their physiol. acceptable salts and stereoisomers. The 
cytostatics have a tumor-specific action as a result of linkage to 
(xvp3integrin antagonists via preferred linking units which can 
be selectively cleaved by enzymes such as metallo matrix proteases 
(MMPsS), i.e., by enzymes which can especially be found in tumor tissue. The 
preferred linking units guarantee the serum stability of the conjugate of 
cytostatic and avp3 integrin antagonist and, at the same time^ 
the desired intracellular action within tumor cells as a result of its 
specific enzymic or hydrolytic cleavability with release of the 
cytostatic . Thus , 20-O- ( PrNHCONH-m-C6H4S02NH-m-C6H4CH (CH2C02H) NHCONH-p- 
C6H4NHC (S) -Pro-Leu-Gly-Leu-His-Val] camptothecin (1) was prepared by reaction 
of 20 ( S ) -camptothecin with N- { tert-butoxycarbonyl ) -L~valine-N- 
carboxyanhydride, deprotection, peptide coupling reactions, and formation 
of the thiourea linkage. Compound 1 was assayed for cytostatic action on 
human large intestine cell line HT29 (IC50 = 40 nM) . 



Searched by: Mary Hale 308-4258 CM-1 lEOl 



L3 ANSWER 23 OF 25 REGISTRY COPYRIGHT 2003 ACS on STN 
RN 439864-68-3 REGISTRY 

CN L~Valine, 1- [ [ [ 4- [ [ [ [ ( IS ) -2-carboxy-l- [ 3- [ [ [3- 

[ [ (propylamino) carbonyl] amino] phenyl] sulfonyl ] amino] phenyl] ethyl ] amino] car 
bonyl] amino] phenyl] amino] thioxomethyi] -L-prolyl-L-leucylglycyl-L-leucyl-L- 
histidyl-, 6- [ (45) -4-ethyl-3, 4, 12, 14-tetrahydro-3, 14-dioxo-lH- 
pyrano[3',4' :6,7]indolizino[l,2-b]quinolin-4-yl] ester (9CI) (CA INDEX 
NAME) 

FS PROTEIN SEQUENCE; STEREOSEARCH 
MF C77 H92 N16 016 32 
SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 
**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 
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**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 137:63479 Preparation of conjugates of integrin receptor 

antagonists and a cytostatic agent having specifically cleavable linking 
units. Lerchen, Hans-Georg; Baumgarten, Joerg; Lockhoff, Oswald; Albers, 
Markus; Schoop, Andreas (Bayer Aktiengesellschaf t , Germany). Eur. Pat. 
Appl. EP 1219305 Al 20020703, 127 pp. DESIGNATED STATES: R: AT, BE, CH, 
DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, IE, SI, LT, LV, FI , 
RO, MK, CY, AL, TR, (English) . CODEN: EPXXDW. APPLICATION: EP 
2000-128401 20001227. 
AB The invention relates to cytostatics CT-LI-Sp-IA [CT denotes a cytotoxic 
radical or a radical of a cytostatic or a cytostatic derivative which can 
addnl. carry a hydroxy, carboxy or amino group; LI is a linker group 
comprising 5- to 8-amino acid residues in the D- or L-conf iguration, which 
can each optionally carry protective groups; Sp is absent or a carbonyl or 
thiocarbonyl radical; lA is a non-peptide radical addressing an 
avP3 integrin receptor, e.g., a radical of formula 
R18COCH2CHPhNHCOCH2NHCO-m-C6H4NH[C ( :NH)NHR19] q, where R18 is OH, 

(un) subs tituted (cyclo) alkoxy, aryloxy, heterocyclyloxy, a direct bond, or 
an atom from the group N, 0 and S, via which the radical is bonded to the 
rest of the conjugate; q is 0 or 1; R19 is H, (un) substituted 

( cyclo) alkyl, aryl, heterocyclyl, an alkylamine or alkylamide radical, or 
a direct bond, via which the radical is bonded to the rest of the 
conjugate] and their physiol. acceptable salts and stereoisomers. The 
cytostatics have a tumor-specific action as a result of linkage to 
avP3integrin antagonists via preferred linking units which can 
be selectively cleaved by enzymes such as metallo matrix proteases 

(MMPs5), i.e., by enzymes which can especially be found in tumor tissue. The 
preferred linking units guarantee the serum stability of the conjugate of 
cytostatic and avp3 integrin antagonist and, at the same time, 
the desired intracellular action within tumor cells as a result of its 
specific enzymic or hydrolytic cleavability with release of the 
cytostatic. Thus, 20-O- [ PrNHCONH-m-C6H4S02NH-m-C6H4CH (CH2C02H) NHCONH-p- 
C6H4NHC ( S ) -Pro-Leu-Gly-Leu-His-Val] camptothecin (1) was prepared by reaction 
of 20 ( S) -camptothecin with N- ( tert-butoxycarbonyl ) -L-valine-N- 
carboxyanhydride, deprotection, peptide coupling reactions, and formation 
of the thiourea linkage. Compound 1 was assayed for cytostatic action on 
human large intestine cell line HT29 {IC50 = 40 nM) . 
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ON L-Valine, 1- [[[ 4 -[[[[( IR) -2-carboxy-l- [ 3- [ [ [3- 

[ [ (propylamino) carbonyl] amino] phenyl ] sulfonyl] amino] phenyl] ethyl] amino] car 
bonyl] amino] phenyl] amino] thioxomethyl] -L-prolyl-L-ieucylglycyl-L-leucyl-L- 
histidyl-, 6- [ (43) -4-ethyl-3, 4, 12, 14-tetrahydro-3, 14-dioxo-lH- 
pyrano[3',4':6,7]indolizino[l,2-b)quinolin-4-yl] ester (9CI) (CA INDEX 
NAME) 

FS PROTEIN SEQUENCE; STEREOSEARCH 
MF C77 H92 N16 016 S2 
SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 
**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 
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** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 137:63479 Preparation of conjugates of integrin receptor 

antagonists and a cytostatic agent having specifically cleavable linking 
units. Lerchen, Hans-Georg; Baumgarten, Joerg; Lockhoff, Oswald; Albers, 
Markus; Schoop, Andreas (Bayer Aktiengesellschaf t , Germany). Eur, Pat. 
Appl. EP 1219305 Al 20020703, 127 pp. DESIGNATED STATES: R: AT, BE, CH, 
DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, IE, SI, LT, LV, FI, 
RO, MK, CY, AL, TR. (English), CODEN: EPXXDW. APPLICATION: EP 
2000-128401 20001227. 

AB The invention relates to cytostatics CT-LI-Sp-IA [CT denotes a cytotoxic 
radical or a radical of a cytostatic or a cytostatic derivative which can 
addnl . carry a hydroxy, carboxy or amino group; LI is a linker group 
comprising 5- to 8-amino acid residues in the D- or L-conf iguration, which 
can each optionally carry protective groups; Sp is absent or a carbonyl or 
thiocarbonyl radical; lA is a non-peptide radical addressing an 
avP3 integrin receptor, e.g., a radical of formula 
R18COCH2CHPhNHCOCH2NHCO-m-C6H4NH[C( :NH)NHR19]q, where R18 is OH, 
(un) substituted (cyclo) alkoxy, aryloxy, heterocyclyloxy, a direct bond, or 
an atom from the group N, O and S, via which the radical is bonded to the 
rest of the conjugate; q is 0 or 1; R19 is H, (un) substituted 
( cyclo) alkyl , aryl, heterocyclyl, an alkylamine or alkylamide radical, or 
a direct bond, via which the radical is bonded to the rest of the 
conjugate] and their physiol. acceptable salts and stereoisomers. The 
cytostatics have a tumor-specific action as a result of linkage to 
avpSintegrin antagonists via preferred linking units which can 
be selectively cleaved by enzymes such as metallo matrix proteases 
(MMPs5), i.e., by enzymes which can especially be found in tumor tissue. The 
preferred linking units guarantee the serum stability of the conjugate of 
cytostatic and avp3 integrin antagonist and, at the same time, 
the desired intracellular action within tumor cells as a result of its 
specific enzymic or hydrolytic cleavability with release of the 
cytostatic. Thus, 20-O- [ PrNHCONH-m-C6H4S02NH-m-C6H4CH (CH2C02H) NHCONH-p- 
C6H4NHC (S) -^Pro-Leu-Gly-Leu-His-Val] camptothecin (1) was prepared by reaction 
of 20 ( S ) -camptothecin with N- ( tert-butoxycarbonyl ) -L-valine-N- 
carboxyanhydride, deprotection, peptide coupling reactions, and formation 
of the thiourea linkage. Compound 1 was assayed for cytostatic action on 
human large intestine cell line HT29 (IC50 = 40 nM) . 
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CN L-Valine, 1- [ [ [4~ [ [ [ [ 2-carboxy-l- [3- [ [ [3- [ [ (propylamino) carbonyl] amino]phe 
nyl] sulfonyl] amino] phenyl] ethyl] amino] carbonyl] amino] phenyl ] amino] thioxome 
thyl] -L-prolyl-L-leucylglycyl-L-leucyl-L-histidyl-, 6- [ (4S) -4-ethyl- 
3,4,12, 14-tetrahydro'-3, 14-dioxo-lH-pyrano [3 * , 4 ' : 6, 7 ] indolizino [1, 2- 
b]quinolin-4-yl] ester (9CI) (CA INDEX NAME) 

FS PROTEIN SEQUENCE; STEREGSEARCH 

MF C77 H92 N16 016 S2 

SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 
**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 
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**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

REFERENCE 1: 137:63479 Preparation of conjugates of integrin receptor 

antagonists and a cytostatic agent having specifically cleavable linking 
units. Lerchen, Hans-Georg; Baumgarten, Joerg; Lockhoff, Oswald; Albers, 
Markus; Schoop, Andreas (Bayer Aktiengesellschaft, Germany). Eur. Pat. 
Appl. EP 1219305 Al 20020703, 127 pp. DESIGNATED STATES: R: AT, BE, CH, 
DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, IE, SI, LT, LV, FI, 
RO, MK, CY, AL, TR. (English). CO DEN : EPXXDW. APPLICATION: EP 
2000-128401 20001227. 

AB The invention relates to cytostatics CT-LI-Sp-IA [CT denotes a cytotoxic 
radical or a radical of a cytostatic or a cytostatic derivative which can 
addnl. carry a hydroxy, carboxy or amino group; LI is a linker group 
comprising 5- to 8-amino acid residues in the D- or L-conf iguration, which 
can each optionally carry protective groups; Sp is absent or a carbonyl or 
thiocarbonyl radical; lA is a non-peptide radical addressing an 
avp3 integrin receptor, e.g., a radical of formula 
Rl8COCH2CHPhNHCOCH2NHCO-m-C6H4NH[C(:NH)NHR19]q, where R18 is OH, 
(un) substituted ( cyclo) alkoxy, aryloxy, heterocyclyloxy, a direct bond, or 
an atom from the group N, 0 and S, via which the radical is bonded to the 
rest of the conjugate; q is 0 or 1; R19 is H, ( un ) subs tituted 
(cyclo) alkyl, aryl, heterocyclyl , an alkylamine or alkylamide radical, or 
a direct bond, via which the radical is bonded to the rest of the 
conjugate] and their physiol. acceptable salts and stereoisomers. The 
cytostatics have a tumor-specific action as a result of linkage to 
avP3integrin antagonists via preferred linking units which can 
be selectively cleaved by enzymes such as metallo matrix proteases 
(MMPs5) , i.e., by enzymes which can especially be found in tumor tissue. The 
preferred linking units guarantee the serum stability of the conjugate of 
cytostatic and avP3 integrin antagonist and, at the same time, 
the desired intracellular action within tumor cells as a result of its 
specific enzymic or hydrolytic cleavability with release of the 
cytostatic. Thus, 20-O- [ PrNHC0NH-m-C6H4S02NH-ra-C6H4CH (CH2C02H) NHCONH-p- 
C6H4NHC (S) -Pro-Leu-Gly-Leu-His-Val] camptothecin (1) was prepared by reaction 
of 20 (S) -camptothecin with N- ( tert-butoxycarbonyl ) -L-valine-N- 
carboxyanhydride, deprotection, peptide coupling reactions, and formation 
of the thiourea linkage. Compound 1 was assayed for cytostatic action on 
human large intestine cell line HT29 (IC50 = 40 nM) . 
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Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field {available 
for records published or updated in Chemical Abstracts after December 
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The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
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strictly prohibited. 

FILE COVERS 1907 - 5 Nov 2003 VOL 139 ISS 19 
FILE LAST UPDATED: 4 Nov 2003 (20031104/ED) 



Searched by: Mary Hale 308-4258 CM-1 lEOl 



This file contains CAS Registry Numbers for easy and accurate 
substance identification. 



L5 



1 L3 



=> fil reg;save 11 meller/q 
COST IN U,S. DOLLARS 



SINCE FILE 
ENTRY 
2.25 



TOTAL 
SESSION 
255.71 



FULL ESTIMATED COST 



DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 



SINCE FILE 
ENTRY 
0.00 



TOTAL 
SESSION 
-15.50 



CA SUBSCRIBER PRICE 



FILE • REGISTRY* ENTERED AT 14:29:07 ON 05 NOV 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2003 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 3 NOV 2003 HIGHEST RN 612478-18-9 
DICTIONARY FILE UPDATES: 3 NOV 2003 HIGHEST RN 612478-18-9 

TSCA INFORMATION NOW CURRENT THROUGH JULY 14, 2003 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. See HELP CROSSOVER for details. 

Experimental and calculated property data are now available. See HELP 
PROPERTIES for more information. See STNote 27, Searching Properties 

in the CAS Registry File, for complete details: 
http : //www. cas . org/ONLINE/STN/STNOTES/stnotes27 . pdf 
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